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(2) 

1 

m&m i ] Am <ommm tmm * hps & fc 

[»*B2] »1©»««0/Mfittl. 10-' cm 2 
s-^i^SBtOASL [N- (l-aMrv;i/- 
2, 2, 6, 6-f h7^^-4-WJ^) - 
N, N - y ^ fJP - N - t F J/X^r >tr 9 A 

3^ft»] ^-3ig2©^mtf©/Ma 

tel. 1 0" 7 cm 2 s^OftBH^OASLCOffiK^nl 

igtr-rsfewTfts^t&wat'r^w^i coffin 

[»*B 4 ] fg 1 CD»«*©/h»38«5>a: < £ fe 2 4 B# 
SSt*CD/Ma^2 4^P^^I©^n-X©^7 P -feJ^^ 

z.t%&mt-r&m$im 1 * s 3 c^rn* 
1*54 <d viTna^jfl^«o 

irU;Pir^;i/x-^;i//ni^x^n-;i// / U>Kvir5 1 
)V ; VJl/t^>/^Mf-h/3l/XfD-JV/7'>;i/ 
^;^5>K^-hU^A ; PEG8Xf71/-h/nl/ 

3]/X<rn—)V/T5/Jl>if)),&*>ikj-hVO& ; PE 
G 8 X^T h/n ^> h U 

;i//7yMM5>ithU^A ; X^l^r^v- F 50 



#P?8¥7-3 2 4 0 2 9 

2 

yXf7 1/- h/3 l/Xfn-;l//7^ >i 
:?-HJ^A ; 7K^JtJkv-^>/#U^^x^l/Mb 

/n l/Xf n-;p/7^^;^ 5 >lt h U A ; * 
6 tift 4>& < i *> l ^ooffiK^TBjSS n& - 1 * 

8 ] Jg 2 ©»««CD/MS«s, 1 6 3* 6 3 0 CD 

H^rtSttS: d t £#HK£:ir£ Bf*5i 1 * S 7 ©HIT 

Wfn-;v/^Diii/>i/ij3-;i/; 7«)UM'jy 
u-tu;p- 6 - tf7U^u n-ji/x-wJ >l 

in » 1 1» 2 <D»««©«tt*)Sf« w-t 
12] hi ©»fR«*fc-&sns»fla8^ 

1 3] H2 ©»*«*fC**n-5?Sttllt^ 

u-y^m, 5-n-*^^y-f;nj-u^;i«, m*. 

b 1 2 Offi^tJo 

[^*^ l 4] *tt**fc»»sn&?flffi*JEfc-&tr 

1 5] *»tt*&ttli*tt©7^a./t>hft 
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(3) 

3 

m&m 1 8 ] mmm 1*615 ©v>rna>©«i«4& 

[0 0 0 1] 

ttH^©*Jfe©^©K€MRifc3t (depigment ing) *fctt 

*. *mwiz%.Tc, c©ii^»©*«p«a«fflt, &jt 
© Ajt»¥»a«fli©fcj6 (c« 0 a nfetfc*©^K©fe 

»©c:©»«1fe©«yB*J:«ifcJt©fc»©JI#»«l** 

[0 0 0 2] 

[t£3f5©t£*] 4ftffiI(:l3^T#<fflltWl: > jfe&O 
©A-«©SJt. <fcl9#^WtCli#tC, BffiOJSCpatche 

s)^fflii,, ftjtfcSSftitus**. -«fc, eft 

«PJS±ffl^^^i>©^[CJ;5fe©-eS5. 
[0 0 0 3] £ft£©$SKi&'3;fr©Si#U #tl*fttBS 

[0 0 0 4] &«<Z>JKfeiRiJt»fij£!ft (depigment ing co 
mpos i t ions) ^ffi^f^fiET £ -^n 5 

[0 0 0 5] HR/M*ft (lipid spherules) £ ^ 

feti/Ma (vesicles) (U#V-At LtfeMSnw 
5) fplC^y-tr^S^nfc (encapsulated), SJSfCOffi 

[0006] jgK/jN##*fcB/WBtt, i s&tt-ena 

nmfrZ 5 0 0 0 nmCOMW^fiS&WT-So 

[0007] ^^^it'Hf^#<co^iB$nfc5:«^ 

W^H^^nfc^ 7 >XiiJP#fFlg2 ) 408, 387^^ 
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4 

co^mft (d i sper s i ons) ffitttfRcDSiJft:* ^ U - 
[0 0 0 8] 

iwR&m#$-*ftib<D¥m *h«ahu 2^©g& 
fi-ffl $ -tt ^> ^ ^ ^ $ b (cfT& ^> -fm 

[0009] *fflBAtt*&, &m<Dmmm*tmm* 

[0 0 10] m%l<D<kolZ, AMU, ^fflB(surface 1 
ayers). MWM (stratum corneum), RIXSUI (deep lay 
ersK ^#"rs* J fe(epidermis)atfK J fe(dermis) D 
ft*. SWJB©*fcffittft*ft, ^B^WKiS! 

[ooii] *aw©ft#j4, fcmvmmm tmrnzm 
iBJt/wa©* 2 <Dftmmt&m?Lz> z. ts»«tT5 1 

[0 0 12] 49WasaBJB«fcctntf, SicoiMRWt 

[0 0 13] *mJSA«> /hB©*»T»IPffl (deep-do 
wn action)^: LT» 6n5, fiJt^gglglcMLTffitt^ 

[0014] io^fiit /Ma^^a^BtDAnsns: 

^SASL [N- (l-^^^;l/-2, 2, 6, 

h^^^;i/-4-tf^<u> ? ;i/) n, n-v^^;1/-n- 
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[0 0 15] 

Me 

Me-IN+-(CHaJ20H , I" 

A 

0- 

[0 0 16] «JtJlrt<0^D-^»i8i!Lff«DSS>l. 10 

1 0" 7 cm 2 s-^fe^/hfitt, ^JfOD^Ii^icSSt- 

[0 0 17] ftUBWO^D-^ltKflRjRD^l. 

i o- 7 cm 2 s-^aa/MBtt, ftjto^mwws-stt 
s (Heroic) t©«»#jbt»o, ssTf^ffl-r^ 

Tskmmfttir (DTA) te£oT, *£*j£-r5*& a? 

[0 0 18] cn6/MB©ft©»«f4, &Jf*co£0:*: 

reeof encapsulation)<0&ft©#MT?*5o 

[0 0 19] ^Jl/n-Xte, £©a©M£©fcfelC5Iffir 
WfC>[£fflan£glS^'r&£ (^Liposomes a practi 
cal approach by R.R.C. New, IRL Press (1990), P. 12 
5-136£#jg) o 30 
[0 0 2 0] /WB*fc#:7^JH*3fiL 

£%7±)m&if)ix-x<Dftm<z>3M (To) <dw, 
wean*. 

[0 0 2 1] cnS2^©igjRb&aSCDffl©ffi*^ 

[0 0 2 2] /hfitosino^^U- QSJtcosSWc 

[0 0 2 3] m 1 (DiJ^rzin- <«f**CD»««g) <D 50 
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6 

[0 0 2 4] Jg2CD#T-rfU~ (gM-v©ffitt^©iK 

a s & fcs*^ & u © ,1: 5 ft t) 

\Z£r>&m^ntcy : 7>XnVfftm FR 92-09603^ tcf¥ 

[0 0 2 5] M«©^Sfc*^T> XfD-jV (74 V 
;U^hU^-^ {7 4 9>hV*—M . SI©7^> 
K) U>iytfJK U >Ri^fe^;k*-HJ#A, 

t;p*jh«» (i^;>*i£^HU^A) , nvx^u- 
[0026] -aftLT&v^i^a^zfu— (AJtoas 

H (CTFA«) 3a^6^&n&/MST»§, 

- A/nkx^n-;i//*iM >U#T^/», ft 

fc* 4 5/4 5/1 0<Z)fi*Jtt;:i3^T (££TAte C 
himextttr cfcoTChimexane NLCD^$R!7fjK£nTV^ 
hU^U^U^ir^Ux— ; 

- B/ni/XfD-il/ZU^Sl^tfJK 5*tC6 0/ 
3 5/ 5 <0MJ£fc*^T Cl^TBte ChimexatCcfc 
oTChimexane NT (DM^ TTfiflk 2 ftT^S h U ^ U 

; 

- xa°>4 0 (icittft v;^H^>/N D ;p^7 = — 
h) /n I/Xrn-;i./7i/j^M5 >It h »J 
(*©*atCi:oT HSll<£i&iS£T7f:|K) , W\Z4 

7. 5/47. 5/5<DJt*Jt;tc43^T ; 

- P E G 8 Xf7l- h/3 
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(5) 
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8 



)V9*>lkjrhWl*. m\Z4 7. 5/4 7. 5/509 
MJfcfc43^T (££TPEG8Xx7t>— HtUniche 
maatCj:oTPEG400XT-T h^iSifi^TftlRSn, 

- PEG8Xr7V-h/3l/Xrn-^/7^^> 

7. 5/20/27. 5 / 5 CDmmttlZ&^T ; - 7jC 
*«2m Vtt k >^ >- H 5 ft >J * 

+ ^>Xf l/>ft7-f hXrD-JP, »£6 0/4 0<£>ffi 
Sit; 

- xf]/>t^yF2 0¥fi^WJt+yxfl/ 

/T->;V^;P^5>K^hU9A, »fc4 5/4 5/l 
OfiMJtfCfcVvr (^(DiSX^TU—hUM^. Amer 
choiaiC^^TGlucam E 20 distearate<Offiflf*T?IE^ 

$nr^s) ; 

4 7. 5/4 7. 5/S^aSJt; 

- v^Ui^U^vX^Tlx-h Nihon ttfc 
<£oT Emalex DS G2©ffifif€T?SK3ESnT^5) /n 
l^Xr D-A/T^W^ >St h U 4 5/ 
4 5/1 O^SfiJttC&^T ; 

yaK/ WyXfT^b (0J*Jf Grillo 
tttCJ;oTGrilloten PSE141 G^ifi^^TflR^SnTV* 

/n I/Xf yj^J^ 5 >it h u ^ 

A. 4 5/4 5/1 0<£>mSJ±lC4o^T, ; 



*- T'h^U'feU^hUX-T'7I/-h (flRfcf Nikko 
ltfcfcJ^T Tetraglyn3S<Offiffi«TiE$gSnTV^) 

l/Xrn-;i//7y'JI/^M^ >it h U ^A, ft 
£4 5/4 5/1 OfiSJtiC&^T ; 

[0 0 2 7] fSLTfiVif2©*f^U- (&)#<7>Si 
HHfttegttSlftJRSI-rSEifc) ®/MBco*Jt«tt5*:co 

- tT7'J l^v-^/ ; 

- Nacipide II ttll/yf >/X^ / - Jl//;jc^ 6 
10 0/2 0/2 OCDMfiJt, Natternannat^ctDrplR^n 

T^5) ; 

- C (*SVv'^>/nkX5 L P-;V/P p PlfV>^ 

0/3 0/3 OCDSSJt, NattermannttiC 
o TNAT 50 PGc^j^iB^^TpIK^^nTV^) ; - 
D/U>B^UXf;K fttC9 5/5(0fiMJt^fe^ 
T (££TDttChimex4fc<fc^TChimexane NS©«»T 
TpBE^nTV^^^U;V3}?U^U-feU;V- 6 -trTU 

[0 0 2 8] KT©«1J4, ±3£©lB!Hfi!)«fflfc«fc0ff 

to. 3 s %(Dmm<Dtj^)v\H^ nrc as l^izxr) 

[0 0 2 9] 
[HI] 







SSJtftS Cm ff) 




I /me) 
T o TZih 










1 


A/u t'-f ^ 


4 5/4 5/1 0 
(6 7.5/6 7,5/1 5) 


4 2 


5 


7.5 


6.8 


5 0 


2 


n/a u^-f-o— A/y >if£ 


6 0/3 5/5 
<9 0/5 2.5/7,5) 


5 3 


2 


11.1 


i ia 


5 4 


3 




4 7.5/4 7.5/5 
<7 1.2 5/7 1.2 5/7.5) 


4 2 


2 


1 3.B 


I 3.8 


5 0 


4 


PEGS XfTl/- h/ 


4 7.5/4 7.5/5 
(7 1 .2 5/7 1 .2 5/7.5) 


4 2 


2 


1 4.4 


1 4.4 


5 5 


5 


PEGS ^-rTU- h/ 


4 7.5/2 0/2 7 .5/5 
(7 1.2 5/3 0/ 
4 1,2 5/7.5) 


8.3 


2.5 


4,1 


3.0 


5 5 


6 


TK^^ci^-y-f >/ 


6 0/4 0 
(9 0/60) 


8 


2 


6.0 


4.8 


8 0 


















7 




1 0 0(1 5 0) 


0.3 


0.2 


1.6 


0 


<0 


8 


Na t i p i de II 

C^s ^ v ^ >/x ? / — */tJ0 


2 0/1 6/6 4 

(3 0/2 4/9 6) 


0.4 


0.2 


0.4 


0 


<0 


9 




6 0/2 0/2 0 
(9 0/3 0/3 0) 


0.2 5 


0.1 


1.8 


a 


<0 


1 0 


d/'j ^wl*j* r ; x^jv 


9 5/5 (1 4 2,5/7.5) 


0.3 


0.2 


2.0 


0 


1 4 



[0 0 3 0] tt*«»D©WJfett. ASL, *«tfr/D 50 -^ffl^5 2 9®m 1 3fc7nfcHJWWfcW?*»f* 
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(6) 

9 

ftRl (EPR) lZ~D^X<D-Jjt, EPRlI-f^-; 

1to 2^(Z)^j£tt, V. Gabrijelcic £tC<££"Ev 

aluation of liposomes as drug carriers intothe ski 
n by one-dimensional EPR imaging", international J 
ournal ofPharmaceutics, 62 (1990) p. 75-79, Elsevie 
r, HzXf V. Gabrijelcic Sfc«fc<5 "Liposome entrapped 
molecules penetration into the skin measured byni 
troxide reduction kinetic imaging", Periodicum Bio 
logorum vol.93, No, 2, P. 245-246, (1991) 0>SB¥£43V* 10 

R.R.C New <D3tMtplZM^nx^Z><k5lZhxmff 

&mzn&h<Dx&&<> 

[0 0 3 3] «ffifc«gSn*«BSIf4»fcUV-A* 

[0 0 3 4] S*ftl/T-^RLTAV^>X9U->^ 
^t-fV^l/XXfiW ;7>X^xk-b (o 

7 ^ y $lf i if Mji/xxf;W ;i}-u^i/- 

D» ; hUtHn^Mfi8»»# (xx^Vf 
>if5# h7x7> ; ?7U>R«ft, tFD^>-S 

>yUf>*>7r- ^>if>-l, (3-;* 
f'Jr>-10-jj>77-XW» »*fcttf^#«h 
IT4- (3-^fUr>*>77-) -7xXJl/hU 

^^/T^x^a^^I/X^x-k 2-x^;i/A 

^r^-2-vT7-3, 3-^:7xX;kf^Ul/-h 

[0 0 3 5] fiSS&tt^/fiaitUTtt, R{fcM«B* 
«ttf/Sfctt»ft?^> (TiOn Zn0 2 ) 

[0 0 3 6] ftH*#*i:LTH 5 - n -*$^/-<f 

;i/»*J;«S*^SC!)Kli (#x>16) fj;£©7^77 
[0 0 3 7] §MtLTH 7;i/t:r— ;k 50 
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10 

X) t^^E^* d-/T>^ 
; h7J^n>i ; tyx^;-A7$>7? hT 
5 Ft^/x^y-^7^>7th7^ H ; 2 -tfnu 

[0 0 3 8] iEffiTBfPffltfco/MB^Jc*^;!/^ 

CDT&D. XF^v^ ; ; k3V-f > 

S ; ^>v;i/b FD^y>x-TJ^J;5^h Fn^y 

m%.\$* #>i/^ <\*f—£Bu<nrv (yy$ 
A) ; fl^fflm* ; b Fnzui^v^fflax^D'f F# 

K) , yirhy^/7x>, ^-^D^-fe>, 7x^7 

X^r-n < FSjK&ffi^ ; y;i/^r-t:-!t#n-;i/(bisab 
olol) , fl-^U y^>it77>h^f >CD£5&£i 

[0 0 3 9] mmUZttVX, VK^Oi&tt^tt/jN 

jms©jgtt*n «fflt*»T»T?* sit#itB 
[0040] mmx^m^^mtmmr^m^h^m 

tU, M«I0^1If:tbLTliTO. 0 5 %frt> 1 

[0041] ^wiz&%m$<mz, *tty;k xv;i/ 

X#ffFR-A-2, 485, 921-ff iFR-A-2, 490, 504-^fctB*c$ 
nfcctd^/Wa^fliSn&fflSfrCoil droplets) GO J; 5 

[0042] m%\v>£5\z, 'hm\zmv2n&, mm 
mt. ±$z<Dy?>xmn^\zm^tix^%&5\z, 

B»J««fCD^fi»tC^rSfi»T?2 4 0 

^ttfi<, *o7y3.A>MilitMc!)0. 1% 

[0 0 4 3] *mW<DW\f£*mfe. «*J;tJf/*&tt# 
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11 



12 



e«©&*©«*»«'f*fcefc*H3ft*tt*©ii!» 

©fc®©±^LfdfiJ&$!©,fBj£T&5, 
[0 0 4 4] *»W©*fc»Ja:*litt, JJL&ftlitft 

fe©n^®M^STafeSo 

[0 0 4 5] #3&B©tt©*?*i#3M£H:> SSWfcLT 

V5„ 10 

[0 0 4 6] 
A) ASL*^«|fiR/Wft©|Bt 

*tt©tt©*ljSJ»Kttff*U 10mlC^?;-W 

ufco -¥■© r)vn -frmmte'&^rmmm-crfflz 
3 o , c©i&«Ti&a««3ft-5<fc'5&n-:5Mj— 

3©|*jBlfffcJBH)fi«tt*l/&7>f ^A«fc#fffit-**Tr 
[0 0 4 7] ^"e77Xnfil;AS L©0. 0 1 
1 0©/M&©fe*CSfi (2 CC) ) T, SfcteSl* 

©#fi#^ 1 *>e> 6 ®/we©fc®K 5 ccroi^f 
■gurc 2 i«m¥»fi:ftB u *vJT?-e©»tt«sa«T« 

tEL, 5 0 0ml ©^g^tgftfcS-Brfc,, @#t«-& 
£frL&. SB. -trodcSSafcU S«f*$5»fc4^W 

[0 0 4 8] 0. 3mm©JB&£/.NB#1R«r 50 

[0049] sffitLfc-tcscy-^^t^-c-r-rff, 

J9£ 1 mm, 15 mm, :&£ 1 0 mm©#ltf-t-3J®T U 
»»«IJB«ftBL&. *©&J»*©ASL©tttt©«te 

[0050] b) n$»?e%©sa 

l- Hi©#irrf>J- (jSSTFPKtSO ©/hJfi©ttfi 

- KSlA/^T^ffl^fe^U^V- 
h u if u -fe u )V^)V3l—j-)v 

t>-;p^^3 >K^- h u >7A 

^u-feu> 

[0 0 5 7] 



m i ©*i«^©fca6©a*©*j*t ±ot« 
(iitMsns. -?-nc»apsn*siai*^ttte*©R 

[0 0 5 1] «B«5T»a«©&»©i>»<i:fel^©fit 
1 ©flH4St©*flMK*, £©±5 csen&itRttjp 

ft^Lfco ilf TMl©S:i6ffl l fdi-tnH-hffl 

[0 0 5 2] 2- JB2©*x=fU- (*ffi-e©«ft) 
©/Mj&©t?i£ 

amsn ! g©fcse)©iS2©ffitt* © 
^m. (200 riB#tii*fuoo, gffir 



£ # -/ir JUKI'S L fcSHTfSttfc/.MSa* Z\ tl tc «t 0 # £> 

n&. 

[0 0 5 3] 3- "nau#V-A"«jStt©«J6 

y - s > * fcia*^{t:^- h u V a) tc«t o f"f* 
ft*ff^TAv»y;Wb«©«t5ft7^i/t>h, 

[0054] »enfc^K*», mmtmffiT&txgi 
j#©««, «*&j:tf/$;fctt3i**a©&»ic£«M3 

J:«/Sfcl4fiflm^©»*fc*^Tffi«brAV», Kt 
[0 0 5 5] 3|c5EWfcj:*^iP*±«/Sfct4&J(m¥ 

«&Rfi*it»i)a*(»©*Mra:*it«sKTcw-r. 

[0 0 5 6] :K&*2£if-SU*y-A?U 
—A 



A : 



7. 
7. 



6g 
6 g 



0. 8 g 
2. 0 g 



1 2. 
0. 



0g 
1 g 



IS 1 0 0 g 
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13 14 

Chimexane NS/U UX^fc 9 5/5 tDftSitT 2 0. Og 

5-n-*^^y^;nj-u^;m (flHSHU) 2. Og 

{fvtt—n, mmo is. o g 

ffi^J 0. 2g 

MM l o o g 



[0 0 5 8] 



3 1. 3 g 

SfflB 2 5. Og 



3. Og 

»SSttvU3->?fi 4. 5g 

tmm o. 3g 

*»ft^hU^A 1. 8g 

^W^yh-M^ WWbW) 0. 9g 

l o o g 



-A [0 0 6 0] *JS«3 :JRfi*ttar— fiU#V-A^U 

PEG8Xf7I/-h 7. 6g 

3 1/Xrn-JI/ 7. 6g 

7y;^M^>ttbUW 0. 8g 

tpp*y> i. og 

«S##J) o. i g 

JRffi* ®S l o o g 



[0 0 6 1] 



Ch i me xaneNS 18. Og 

f J>Sy^UXfJl/ 2. Og 

mmisf-m^M 2. og 

hux^y-;i/7^> 1. og 

^UirU> 1 5. Og 

J*^;W1^> (ffi^ftl) 0. 2g 
JRtft* as 1 0 0 g 



[0 0 6 2] 



iHfOA 3 1 . 3 g 

»flB 2 0. 8g 

8. og 

*i^+yt:^M^ 0. 9g 

#Rfl::?-HJ^A 1. 8g 

##^J 0. 5g 

Si 1 0 0 g 
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(9) 
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(51) Int. CI. 6 

A 6 1 K 9/127 

45/00 



T 
F 

AED 



F I 



(72)^m^ is\>$?)l- 77>ya> 

7^>X • 75015 • /V) • ^ . ^^>U 
— • 105 



yy>X • 94000 • W-fJl' • 
— - 5^ • • tf D y^r ■ 43 

(72)5898* -f^U>--ferf 

yy>7, - 94130 • y V s * > • X^l— • V 
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